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gcgaattccafeggmctgga^ctg ga OTg t g) 
^3' TACCTGACCTGGACCTCCCAGA^ 



ValGlnLquValGlnSe^piyAlaGluVfllLyaLy; 



yAlaSexValLysValSer 




CyaLysAlaSerGlyPheAanlletyatepTyrT^ 
TGCAAGGCATCTGGAXTCAACATT^ ' ~~ ^ ~~ ^ 




Glygn^ L euGl ^ 

VTTATGACACAAACTG 



ProLysPheGlnGlyArgValThrMetThrArg^ThrSerThrSerThrValTyr^ 
GGCTTCAAGGTCCCGTCTCAGTGGT* 



GliiLeiiSerSerl^uArgSerGluAspTTirAlaValTyrTyrCysAlaTyrTyrGlyThr 
fiaGClS^GCAGCCTGAGATCTGAGGACACGGCCG^ 

CTCBHCTCC1 ~* 



SerSerPheAspPheTrpGlyGlnGlyThrThrLeuThrValSerSer 
AGCTCCTTTGACTTCTGGGGCCAAGGCACCACTCTCACAGT6AGCTCA 

361 ► ♦ * ♦ 

■ftfi&fiXfiKAfiZfifilfiatfc 



ggtgagagtgtcactcgagtattcctagggc . 




uProGly^la 





LyaCyaJ^Il^^tl^^ 
61 1 + h AGGAGACAGA 




ValThrlleThrCysLysAlaSertlnAspIleAsnA^ 
^ GTCACCATCACTTGCAAGGCGAGTCAGGACATTAATAGGTAri^ 



LysProGlyLysAlaProLysLeuLeuIl«TyrArg]U.aAsnArgLeuValAspGlyVal 

i8i — -*:-—-+ — + + ► ► + 

JIXflMCBCTTTCGGGGATTCGAGGACTAGATAGCACGTTTGTCTAACCATCTACCCCAG 



m 



fn 



ProBeifrr gEhefe rElyS erGlySerGl^ 

241 U-^-^^^ 

qAACTCCKCCnX^CCT^^^ 



GGrkci^c 



GlnPrc^pAs pPheA laThrTyrTyrCysLeuGlnPheHlsGluPheProTyrTto 
CAGCCTGATGATTTTGCAACTTATTACTGCCTACAGTTTCATGA 

301 + + + + ► + 

CTmaTTATTAAAArCT^^ 

3' gtgcaag 

GlyGlyGlyThrLysLeuGluXleLys 
GGAGGGGGGACCAAGCTTGAAATAAAA 3 1 
361 -77->-r^ + + 

cctcccccctggttcyaaccc 5' 



Neutralizati nofRSV 



Naut with Cos Hu 
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0«stfln of Humanized VH f r onti-RSV Mob 1129 

5 10 15 

Gin Vol Thr Leu Arg flu Ser Cly Pro Alo Leu Vol Lys Pro Ser Hunan VH CCor) 

1 An Vol Thr Leu Arg au Ser Cly Pro Ala Leu Vol Lys Proffer) "Hu*ani«d' VH 

Gin Vol flu Leu Gin Glu Ser Gly Pro fly lie Leu Gin Pro Ser Murine 1129 Vh 

Gin Thr Leu Thr Leu Thr Cys Ser Phe Ser Gly Phe Ser Leu Ser 
16 Gin Thr Leu Thr Leu Thr Cys/Ser/phe Ser Gly Phe Ser Leu Ser 
Gin Thr Leu Ser Leu Thr Cys Ser Phe Ser Gly Phe Ser Leu Ser 

Ser Ser Gly Met Cys Vol Gly Trp He Arg Gin Pro Pro Gly Lys 
31 Thr frr flV Mflt far V<l1 ffla Trp lie Arg Gin Pro Pro Gly Lys 
Thr Ser Gly Met Ser Vol Cly Trp He Arg Gin Pro Ser Gly Glu 

Alo Leu Glu Trp Leu Alo Asp He Glu Trp Asp Asp Asp Lys Asp 
46 Alci Leu Glu Trp Leu Alo Am IT* Tm Tm a« a <0 tw « ly , ^ 
Gly Leu Glu Trp Leu Alo Asp lie Trp Trp Asp Asp Lys Lys Asp 

Tyr Asn Thr Ser Leu A*p Thr Arg Leu Thr He Ser Lys Asp Thr 
61 TVT tin Pro S<r Leu 1 Spr Arg Leu Thr He Ser Lys Asp Thr 
Tyr Asn Pro Ser Leu Lys Ser Arg Leu Thr lie Ser Lys Asp Thr 

Ser LVs Asn Gin Vol Vol Leu ' for vol Thj ~Asn Vol Asp Pro Alo — 

76 Ser Lys Asn Gin Vol Vol Leu v& Vol Thr AsnfyolVp Pro Alo 
• • • • v —r . 

Ser Ser Asn Gin Vol Phe Leu Lys He Thr Gly Vol Asp Thr Ala 



Asp Thr Alo Thr Tyr Tyr Cys Alo Arg n e Thr Vol He Pro Ala Pro Ala Gly 
91 Asp Thr Alo Thr Tyr Tyr Cys Ala Arg Ser Met Tim Thr akw Tup . . . 
Asp Thr Ala Thr Tyr Tyr Cys Alo Arg Ser Met He Thr Asn Trp - - - 

Tyr Met Asp Val Trp Gly Arg Gly Thr Pro Vol Thr Vol Ser Ser 
106 Tyr PhC AM Vfll Trp ay Ala Gly Thr Jhc vol Thr Val Ser Ser 
Tyr Phe Asp Val Trp a y Alo Gly Thr Thr Vol Thr Vol Ser Ser 



DESIGN OF CDR-^TED ANTI-RSV MAb 1129 V L 



Asp lie Gin Met Thr Gin Ser Pro Sen Thr Leu Ser Ala Ser Vol - Hunan K162 VL 
Asp He Gin Met Thr Gin Ser Pro Ser Thr Leu Ser Alo Ser Vol - "CDR Grafted" 
Asp lie Gin Leu Thr Gin Ser Pro Ala He fet Ser Ala Ser Pro - Murine 1129 VL 

20 25 ?a 

Gly Asp Arg Vol Thr lie Thr Cys Arg Ala Ser Gin Ser lie Ser 

Gly Asp Arg Vol Thr Tie Thr Cys Lvs fv< n n 1 1, w u*t 

* * * * * CDR 1 

Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser Ser Ser Vol Gly 

Ser Trp Leu Ala T?p Tyr Gin Gin Lys Prt Gly Lys Ala Pro Lyf 
Tyr Mflt Hi^ - Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys 
Tyr Met His - Trp Tyr Gin Gin Lys Ser Ser Thr Ser Pro Lys 

Leu Leu He Tyr Asp Ala Ser Ser Leu Glu Ser Gly Val Pro Sef 

Leu Trp lie Tyr Asp Thr Sep | f ,, 41 n c fr Gl Val ?rQ Sep 

CDR 2 

Leu Trp lie Tyr Asp Thr Ser Lys Leu Ala Ser Gly Val Pro Gly 

65 79 75 

Arg Phe Ser Gly Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr He 

Arg Phe Ser Gly Sen Gly Ser Gly Thr Glu Phe Thr Leu Thr lie 

* * • * 

Arg Phe Ser Gly Ser Gly Ser Gly Asn Ser Tyr Ser Leu Thr He 

80 85 qg 

Ser Ser Leu Gin Pro Asp Asp Phe Ala Thr Tyr Tyr Cys Gin Gin 

Ser Ser Leu Gin Pro Asp Asp Phe Ala Thr Tyr Tyr Cys Phe Gin 

Ser Ser lie Gin Ala Glu Asp Val Ala Thr Tyr Tyr Cys Phe Gin 

Tyr Asn Ser Tyr Ser 1M 105 

* * * » 

Qlv Ser fiW Tvr Pn? Phr Thr Phe Gly Gly Gly Thr Lys Leu Clu lie Lys 
GlV Sfr filY Tvr Pro Phf Thr Phe Gly Gly Gly Thr Lys Leu Glu lie lys 
«V / J» 



Oligonucleotides lor th construction of the Humanized 1 129 VH gene segment 



8J153 5 ' - / ^£Sn\TJTTCJ>rC- 

SJ150 5'-<XJ*! 

1 + H + •• + + 4 6( ) 

■• + - 



61 -i ¥ + + + , 120 



• J 

ValThzLe.:Arg(ni]Ser<:a^^ - 

IQCA0C-3 ' 8J151 5 ' - GKJ 
121 ~~~~ + * + +— — t- 180 

Cys^xHrreSerClyr^ ■_ 

181 » + i ^ + + 240 

GGQGCJXtXTIUX3CX3-5 1 SJ149 3 ' - GMA 

ProProGlyly^<aIi^lifl*]^ 

M1CCATOCCIGAAG-3 ' SJ152 5 1 - GGTC 
241 •-- p 1 + 300 

AsnProSerLail^sSerArgL^ Vol ' 

Ol'lfcAAf-nV-Wr 1AAC ttTT* T V 'I t-it Nl^ TTVrTtXCa LTJAL^ ^^ 
301 + + + 3 60 

(AAT^^.•A^.•ltJ^^ , 73-5• SJ148 3'-TA£7 

261 — — ■ ♦ -- ♦ + * 417 

t &GnrXTTC^:KT&srG^ SJ147 

iieChcAsnTtpr^Thfi^v.^lTrpfilyAl aGlyTtu^rValThrValSerSer 




O humanized 1129 
• Chimeric 1129 



ng/ml 



